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released after 4 bourn, bet wear: 40 and %;0% (by weight) tramscfct released after S hours, mors than S0% 
d>> At ,rt ' ; , - ■,! \fsc"vs w 

than 30% (by wsfahO ir;3rnsi5oS teieasad Sifter 24 hoars. 
Fijrthsrn ■ • rrerf 
a bc< ^ j w^»,« > s 

ba'ween 77 8?% (by ws«§bf) trsmadoi is absorbed after 10 hours and bat wean 80 and 100% (by m$M) 
; adsorbed after 1.3 hoci 

« v n >,v '-a^a ira\uf s o 

8 hours, preferably 2 so ? soms, and a yabe in tha range 7 to 56 hours 
■lo ^formulation .« attoresanc* w:m tes mverstw suaabis foronce-a-daydoaiag may have a tmax tr< me range 

' t fs ' ' u „ v s 

The Ws<} jjarameter defines the width of m e plasma prcsflte at 50% cmax, be. the duration over which foe 
plasms concentrations are equal so or greater than '30% of ;ho aeak cancan; ration. Tht, parameter is deter- 

1 «■ ' t - v v 0"- v 0 V , 

r ^ - i Mot hod at lO&rpn tr 9t , - 

UV detection at 27Qnm. 

t controlled: seieasa preparation according So the invention preferably coateee, , a » )f\Wr- 

?<5 suooontoi a-amadol - ehafmaeesbaally acceptable sad thereof. eor:veniantiy in , range offrom 50 o 800 
) 100. 200, 300. 400 to 000 s (calculated as ;ramsdos hydrochloride) oar dosage unit. 

TheccmtJioSsd rssiaasa preparation according to f he «iv»f(tion may ha presented, for example, m granules, 
spheroids, pellets,. r;%hpardcuiotes : capsules, tabiois, sachets, onir release s s or in my 
other wmv*. dosage -- (^corporation, such granules, spheroids, fsaftets or muhipsfticfJates. 
"88 The active ingredient m the preparation according to the invention rosy suitably he i«con>orafeS in a matrix. 
This may da any matrix that affords controiisd raiaasa tf amsdd over at least a i waive hoar period and prafar* 
abiy thai affords inyylhyo ciieeoluboe rates and in _ v:«) absorption rates at iraraacoi within t: i 4S < s ( 1 1 
above. Preferably - matrix is = controlled teteaae matrix. Alternatively, normal releass matriegs bsving a 
caaiasa ^biah prov:cias tef coairosted rsioasa of ths actios laatedlam ;v ; ay b« as«d. 
so cdasabit- maiarstaa iot iociuaion in a aaatroiiud raieaao matrix inplude 

i !>Hvi'Of f 0, ^ , >' o, 

N ^« \ ^t e ^pasatios 
may ooovofdandy otinteai btJSwaao 1% aad 00% (ay vaaipho a? oao r;r sxsre ijs"« h or byasuphiteic 
pofyaws. 

35 th) Ditjasdida. ionp chain (C r C w , cspaciaiiy C ir C^}. aubasituted or aasoiiatdataii i^ycrooarbons, such < 

fatly acids, fsby aiotdwis, ojycef yi esters of lady acids, mmsfal and veoaisdis oils and waxes. Hydracar- 
fcoas btiving a n^dbna poad of botwaaa 20 aati 00 : C tao prtdorrod. Of -hta-i lonp cba.in nvsOocarbon raa- 
tsr \ lotly faidd?obc; aicodcis arc sraloriod. ! < >. \ f may coavgaiaatiy coaasia up ;o 60% (by 
m 3 tt ! < srb< n 

■as fa) Poiyalsyiofai cpyaass Tha nronarntian assy salaO.iy aa:asaia aa to f)0% {by weia.ht! sd'oaa at raars aoiy- 

aavyionctpyaois. 

s a ky! cailssiosa, espac a > <\ v ^ 

"sir t tt « i r 1 1 f - , ' - , < 

*s pociaby t K • 2 ;o 10% (by walgnd af oao or t .> o, > . . 

This aliphatic t > maycoovafstentiybaiaufyi A A t ors-aafyi aisanci bta is prafartddy 

<.<• i< i % lv et ku" i i nv> 

0 to 30% toy ws-nbO of abobabc aiaobap s^aocissy {roa-j 10 5o fdite {by wsiont; at aiipaaiic alcohol. 

Optionally t * ,~ <u ^ rsteaso aiatdx may also aaaddn - ansaosaeubcaiiy aaaep-abd: ingfcdiaata 
ss which are coovs a ohaom.se ?.i ssoiicon a v > 

our '!ht!» ji ufj jf i s s s 

"be f 
fam ooabap rrsaieriai oonvaf-iiona? :o iba odarmaca<at:aai art, Praterabiy an aoaaous bin- coating is used. 

Aaarnativ-aiy. iae ooas railed foiotiso pfoaarador: aacofdiaa S3 ffa, invention may aasoarise a norma: raloaaa 
naatds having a confroiied rateass cca.taso. Prstefsddy ths p-oaaratior; cornrxisas filrr; coated scbe;'osds can- 
ndoinp iha aadvo aigradienf and a sad anon I si eg aaaat. 

The spheranlsiag ageai nfay be any sudabte pharniacsobcaby accepiabio :ss;btnat whieh may be spher- 
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fjscaicium phosphate or iacfoss. 

Another preferred process tot iho manufacture of a formula- ion a; accordance with toe invention composes 
(a) rnschana.alty working in a hmh-aceeb mixer. 3 rnbit ore of tramadol at a pharrnnceuiically acceptable 
Sv P m oari •% et <M--m~m * \ " 

5 bb to 140-'C aad optionally a foiaase central iX>a;nor;»m oorr<pbse;g a svater salable fusible rnaterlaP or a 

; \ , i 3"? SO it 8 e ^ I •> O^c 0 . a Spseu 30U 3 * )/ , 1, - tie 

f f f < t «. j 

si BresM* Jowr? the are. a sggiom ram to gNe controiied rsiesss seads; and 

> ' < - o !.e r efof 

is dlioeet. 

pi; opPotiibly repeating steps op and possibly fig ace or mom times. 

nieproei; c, ha tes eb 

Tha rescibag panicles amy ba sissac to sllnouaie any ovarcx < \i<- *m * materia thee 'oemed Into rte 
<*\ rait t mat, 
of the active substance or by compression i«to tablets, 

in this method in accordance with invantiop preferasby sti the • a-msad or ssit thereof is added io siep 
(a- togsihatmlih a major ponies a; the hydrophobic fusible release normal material uaeb. f-Vaferabiy tPS amount 
of fusible release con-mi material abaeb -n stop m- Is peimeen 10% ace bOm woe of the teas! amount a; m~ 
?o gmdia-xs added In the ' rriimalimmbnp. operation, more prefaniipfy batvman mm;, and ?0% warn 

Stage Pa) of the process may be carried out in aonvenPenai nigh apoab m^em ebb; e afaoaara stainless 
sied interior, e.g. a Coils-fa Vacsron 7S or sgisvaieo; mtw- The mixture io processed until a bed temperature 
st s * i* oi at v» s s Treves a tf pari sis 

sizss ranging, from aeon: l-Smos ;of ino powcoi in i;;o caac of r;oa-ogprapaP?b ofipinai saaieriaP Soch r jfor =• 
-88 Sn fee case of tha emfcodin«w*s dasorrbeci feeiow, has }h& sapsarsrice of apoiomemtaa wtrfcft upon cooling 
bek>w4Q"C beve otfaainrai inp;po;y arib ro:;i : ;teacoto oroabinp bePvcei- ;ho hopm;;. A; ibis spjge ibe agglom- 
erates are of an irnspoiar sae, sbane and appearance, 

TPrC apgitacefate:; are preierabiy aiicwec Pa oooh The fempara-afc to wnich it c.oois is not critica! and a 
tatcpoi-atoro < tba ortipa room ■> ^ r to s ;oay ba corivm-anPy iised. 
■sa Tpa agprarneratcs err; protem oawo oy any soPobie means, wt?icb wa; ccnacinotc ovcracto avadoo^srates 
and probose a nastofc of tx>wderand smati , P ptofara;;iy tvitt; ;t ;0ao5oPrr 1 2n\>Tx. it is corretniy pre- 
ferrsd to carry out ins ciassifioaiioa using a Jaoksoa CmoPait granoiaior sjaing a aaiintde sized me-sn, ore 
C«nif with an appropriate steed screen. We have tactic hta! i? too small » otcsti itbtc is used in tits aforemen- 
tioned apparatus me aggiomsrsties moifasg a;;b»! -be actrrai a; * Peatsi' or aapallm' wlii oiog iba mash x 
35 prevent fyrther nbroup-hpm of ndxtco;. tncs rcouaing ylckr A mes;< sice of 12 has btam found adeqoats. 
Tha claasb «d ! c y?f si :S ;<> < to tlm v. soaab mixer and aroceatdno i-at i Had 
it is tmiievsd that ibis iaeas i.o acmeiPatioo of the finer particles ssio sarpctos of uniform size range. 

t Jtheeof tN« eniior; grcceaarlng of tlx; classified maU s iti u< i 

until the pyO!'Cpi>cP:o ;nsa;le nosferlais ossb Pspin to sotten;msif ano oppomsHy aosifioa.ai hyarochooic f iayhie 

race; ao racgi 

h' o * s t « ^ i|\ 

at least part of the energy oy means of mfcrowava energy. 

w-w -> s , i 1 n^' mf. "IN 

and chopper Pieces. 

Mfc he part is avefoe* forms hsyafecoo o i 

anyovarorawfc a 

heresoiin ^ actorsancs vwfh tbe laveniloe in tne form 

of e.g iabiets ;<r aapsuios in manners known per se 
5S Ws -"ove - - % 

cioacriiiitO ir; appiioatimi PGT;SiP93;'00aan ; ; !X t ibe umosss diiaoribcb acb ;:iaima;5 in mtr prior ijnpi;hiiahit« UK 
appi:ootioa No. 9324045.5 irisd on 2b November 1 393 as wall as the process described herein ate parbcoiariy 

Ws bava touab fpaf , suliaiao seiacbori of toe niamrlnis oseb ;n forming ;be particles anb ;a ibe iabieiimp 
to anb the pfopcrtlcns in whir: I) iPey are riited. cnacPaa a sigtiif l;:ant iiepreri of ooncroi iti iho clilrnatit bisaciciion 

Usually, to form a fabler in socooiacce with the invenfioa, particles prepared as oescritteo eoove ba 
<s^ a ^ «( sr»j)^ - \i , m it* 
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* Removed during pr< eessing 



100 
68.0 



Tr<;!Dsdoi Hydrochloride 
Lactose Ph. Ear. 
EthykelMose. ($mim® 2S% solids) 15 
Purified Waier Ph. Bur. 13,3* 
Cetostewyi Alcohol ph. Ear, 42,00 
(Dehydag wax 0} 

5 - 3,00 



230 00 



3fi<; :>ix;syed eir t ykm^Qi--> aM «aun. The c;; aretes wsrs :hsn ddsd <n 60-C ana passed \\mr.;$\ 



H £ \ I w c 0.770 
Ph. Eur. 15 cps (Mstfcocel hi 5; 

" 51 < ^ < - 3.87 

fFh. Eur. 5 cps (Mefcocei £5) 

y M4-71HB (33% solids) 2.57 



Polyethylene glycol 400 OSNF 
Pursfed Talc Ph. Eur. 
Purified Water Ph. Eur. 



0.520 
0.270 
55.52* 







Lactose Ph. Eur, 

Cefostearyt aleoMI Ph. Eur. (Deftyoas wax O) 


100.0 
58.0 
15.0 
52.0 
2.00 
3 SO 
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TABLE V 


TABLET 

INGREBIENT 


MO /TABLET 
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g | 




200 


300 




H^ge-nated VVgewbie Oil 


66,7 


ido 


133 


Sub Total 


266.7 
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HOURS AFTER dTA^T OF TEST 
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Tfce&s res-nils 5,now thai by inc^ssing She 303<S:ng ofihe ni^iy water so^tfe if amadoi hydrochicsncis 
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&im1 or 2, having* 
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to A dosage form secorsing to Osim g, characterised in iha* the at toast one aifcyfctouiose is tohytosihnioss. 

18, 'v v f 3 < , C 8 ! v,it 

* ' f - '<<■>■, i OZi 

sury ^-io-r,'-, ioo stesrvisi e - t, conoi o? cetotosary; sto-ofto 

12. '\(>CH'\\i \ s s ! 

13. A dosage font: according to any < ofCtems 1 to o, «t < formoffism coatee* seheroids. < < ^ 
in tont ;hs nitooroid ina\&< ■vm-.pram a ntoiorosninno naeni, nrotorobiy otoronrynnsino;! etooiose. 

14. A Poinxso fern acco-tooy. ! any one of CPton 1 to 6, in She -onr- o; ro-itooartiitoates i > < n v \ 

> rof lot c % ai 8! 

a * <v cnno'os conpxnm; composing n wafer sc-iubk: fonibie nn^ferto, or < portioniat-; \ > ■> - or > 
soiufefe t-reanic en inorganic materia*. 

15. Adi>- - j t t «. 
a mylUpartk&iate according to Claim 14, 
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Mean plasma profile in *5! 
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12 24 36 

•a- OD Tablet 2D0mg Traoat drops Wmg 
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